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Ⅰ　 研究の成果　 　(1000字程度)
(図表も含めて分かりやすく記入のこと)
Pax5/ BSAP is a master regulator of B-cell lymphopoiesis. Pax5 removes the inhibitory 
H3K9 methylation mark in the V(H) locus prior to the V(D)J recombination. 
Conditional inactivation of Pax5 results in failure of V(D)J recombination and inability 
to produce mature B-cells. However, despite the importance of Pax5 in B-cell 
development, its role in later stages of B-cell lymphopoiesis is not well understood. To 
address this issue, we knocked down Pax5 in the immature B-cell line WEHI231. We 
performed CHIP experiments and found that RNAi-mediated knockdown of Pax5 
causes increase of H3K9-me2 in the V(H) locus in WEHI231 cells. Next, we rescued 
Pax5-knockdown cells by introducing a mutant Pax5 gene that has a siRNA-resistant 
ORE Rescue of Pax5 showed decrease of H3K9-me2 methylation in the V(D)J locus. The 
negative regulator of differentiation, Id2- is known to antagonize Pax5. To investigate 
whether repression of Pax5 by Id2 might affect the H3K9 methylation, we ectopically 
expressed Id2 in WEHI231 cells. Id2 suppressed Pax5 and resulted in the increase of 
H3K9 methylation in the V(H) locus. Our data suggests that, Pax5 is involved in 
demethylation of H3K9-me2 in the V(H) locus in immature B-cells. Our experiments 
also indicate that, the H3K9-me2 mark is a reversible chromatin modification that can 
be regulated by Pax5 in a dose-dependent manner. We also show that suppression of 
Pax5 by the antagonist protein Id2 causes increase of the H3K9-me2 in the V(H) locus 
in a similar manner to RNAi-mediated knockdown of Pax5.


